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125
characterized by episodic muscle stiffness and weakness (Cannon, 2015) .
126
In addition to presynaptic nerve terminals and muscle endplates, terminal or perisynaptic 
138
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Results

206
Activity-induced Ca 2+ transients in populations of TPSCs in Wnt1-GCaMP3 mice.
208
In 
318
We investigated which nerve- 
397
( Figure 5A,B) . However, peak contraction was maintained for longer durations in P2ry1 WT 398 than mutant mice ( Figure 5B) . These results were also obtained in WT mice treated with the 399 P2Y 1 R antagonist MRS2500, demonstrating that the acute inactivation of P2Y 1 R function is 400 sufficient to enhance fatigue ( Figure 5C ). When we subjected the diaphragm to multiple bouts 401 of HFS, each separated by a recovery period of 15 minutes, we found that the initial peak 402 contraction, as well as ability to maintain peak contraction, were significantly reduced in P2ry1 403 mutants ( Figure 5D ). Collectively, these data demonstrate that muscle fibers of the P7 responses at P15 were completely dependent on P2Y 1 R signaling (Supplemental Figure 3A) .
426
Fatigue was similarly enhanced, using both optical and tension measurements (Supplemental 427 Figure 3B ). However, when we examined NMJs by neurofilament immunohistochemistry to 428 detect the numbers of innervating axons at individual NMJs at several ages between P7 and 429 P15, we were unable to observe any differences (Supplemental Figure 3C, 
701
Calcium Imaging:
702
The diaphragm of Wnt1-GCaMP3 mice was illuminated with a Spectra X light engine 
725
The log 10 of this ratio was generated and multiplied by 20 to standardize the SNR as decibels 
749
Fatigue:
750
Tension recording of muscle force in diaphragm strips (P15) or video recording of muscle
751
shortening in hemidiaphragms (P7, P15) was performed as described (Heredia et al., 2016).
752
For experiments with altered KCl, NaCl was adjusted accordingly to maintain the same Cl -753 concentration before being perfused in.
755
Immunohistochemistry:
756
Antibodies against GFP (Rockland), S100 (Dako), synaptophysin (Santa Cruz), neurofilament
757
(Millipore) and acetylcholinesterase (kindly provided by P. Taylor, UCSD) were used at 1/1000 758 in PBS containing 1% triton-X and 10% fetal bovine serum to detect proteins in fixed, whole- 
773
Statistics:
Power analyses were performed using G*power 3.010 to determine the numbers of P2ry1 wild- 
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